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Marked-up Paragraph : 



RELATED APPLICATIONS 



This application is a di vis ional of U.S . Serial N o. 09/971.68 2. filed May 1. 1998. now 
U.S. Patent No. 6,204,267, which, in turn. The present application claims priority to U.S. 
Serial Numbers 60/060,152, filed September 26, 1997 , entitl e d METHODS OF 
MODULATING SERINE /THREONINE PROTEIN KINASE FUNCTION WITH 
QUINAZOLINE BASED COMPOUNDS, by Tan et al. (Lyon & Lyon Docket No, 225/28 1 ) 
and 60/045,351, filed May 2, 1997 , entitled METHODS OF MODULATING 
SERINE/THREONINE PROTEIN KINASE FUNCTION WITH 5 SUBSTITUTED 
QUIN AZOLINE COMPOUNDS, by Tang ot al. (Lyon & Lyon Docket No. 223/249)„ jlLgf 
which are incorporated by reference herein in their entirety, including any drawings. 

Marked-up Claim : 

1 . (Amended) A method of modulating the function of a serine/threonine 
protein kinase with a quinazoline-based compound substituted five membered or six 
membered aryl or h e teroaryl ring, comprising the step of contacting cells expressing said 
serine/threonine kinase with said compound, or a p harmaceuticallv acc eptable s alt thereof, 
wherein said comp ound ha s the formula set for th in formula I or III: 



fa) Z is oxygen. NX k or sulfur, where is sele cted from the group consisting of 
hydrogen, saturate d or unsat urated alkyl. and five- migmb ered or six-memb ered heter oaryl or 
six-membered ary l ring m oieties: 

ftrtn is 0. 1.2.3. or 4: 

(c) A u^2*J^3*-A4_and As are independe ntly sele cted from the group consisting of 
carbon, nitrog en, oxygen, and sulfur. 





wherein: 



002.912132.1 



20 



^>plication Serial No. 09/769,360 

provided that if any of A uA^-A ^ andA s is nitro gen, oxygen, or su lfur, said A 1 . 
A?. A 3, A^ and As is not substituted with R* . R 7 , Rg or Ro: 

(d) R^^2J^2^^^f^^^zJBtg ^ndRo are independently selected from the group 
consisting of: 

(i) hydrogen; 

(ii) saturated or unsatu rated alkyl: 

(iii) NX9X3. where X? and Xi ar e independently selected from the group 

consisting of hydrogen, saturated or unsaturated alkyL and five-membered or six-membered 
heteroarvl or six-membere d aryl ri ng moieties: 
(iv ) halogen or trihalo methyl: 

(v} a ketone of formula -CO-X^_where is selected from the group 
consistin g of hydrogen, alkvl. and fi ve-membered or six -membe red heteroarvl or six- 
membered arvl ring moieties: 

(vi) a carboxvl ic acid of formula -fXOns-COQH or ester of formula -(X^V- 
COOX^w here Xs. X*, and X? and are independ ently selected from the grou p consistin^ of 
alkyl and five-membered o r six-me mbered heteroarvl or six-membered aryl ring moieties and 
where n5 and n6 are each independe ntly 0 or 1: 

fvii) an alcohol of formula -fXg ln g-OH or an alkoxv moiety of formula -(X*) 
rg^jX giJwhere Xg jindXg_are independently selected from the group consisting of alkvl and 
five-mem bered or six-membered heteroarvl or six-membered arvl ring moieti es and where n8 
is 0 or 1. and where said ring moieties are op ti onally substituted with one or more 
sub„^jtue.m^ from the group consisting of alkvl. halo gen, trihalomethyl. carboxvlate. 

and ester: 

(viii) -NHCQXuk where Xin is selected from the grou p con sisting of alkvl. 
hvdroxvl. and five-membered or six-membered heteroarvl or six-membered arvl ring 
moieties, wherein said ring moieties are optionally substituted with one or mo re substituents 
selected from the group consis ting of alkyl. halog en, trihalomethyl. carboxvlate. and ester: 

(ixX^SQ2NXnXn> where Xn_and_X]2 are selected from the group consisting 
of hydrogen. alkvL and five-membered or six-membered heteroarvl or six-me mbered arvl 
ring moi eties: and 

(xl a five-me mberejjor six-mem bered heteroarvl or six-mem bered aryl ring 

moietv optionally substituted with one or more substituents selected from the group 
consisting of alkvl. halogen, t rihalomethyl. carboxvlate. and ester moieties: 

(e^i any adjacent R ^. R*. and R s or any adj acent R*. R z . R «. and Ro are fused together to 
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form a five-membered or six-membered heteroarvl or six-membered arvl rin g moiety. 
wherein said five-membered or six-membered heteroarvl or six-mem bered a ryl ring 
com prises two carb on atoms of q uinozaline ring to whic h Ryl U- and R 5_or_R 6^R 7JB^ and Ro 
are attached: and 

(f) Rj2 and Ri? are in de penden tly selected from the group consisting of 
(D-hydrogm; 

(ii) saturated or unsaturated alkv l: and 
( p) Z ? is carbon, oxygen, sulfur, or nitrogen and R^ and R ra taken together form a 
five-membered or six-me mbered heteroaryl ring with Z 3 as a ring member . 

1 1 . (Amended) The method of claim 1 5 wherein said quinazoline-based 
compound has the formula set forth in structure I^-H^ or III: 



(i) 





(CRnRi2)n 





(CRuRi2)n 




(III) 




wherein: 
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(a) Z is oxygen, NXi, or sulfur, where Xi is selected from the group consisting of 
hydrogen, saturated or unsaturated alkyl; 

(b) nis 0, 1,2; 

(c) Ai, A 2 , A 3 , A 4 7- = aod = A5 , and A^ are independently selected from the group 
consisting of carbon, nitrogen, oxygen, and sulfur, 

_ provided tha t if any of Aj. A?. A 3 ^A^nd^5J^ oxygen, or su lfur, said A^ . 

A?. A_y Ai and As is not substituted w ith R/,. R7 A „EsjQrRg; 

(d) Ri and R 2 are independently selected from the group consisting of: 

(i) hydrogen; 

(ii) saturated or unsaturated alkyl; 

(iii) NX 2 X 3 , where X 2 and X 3 are independently selected from the group 
consisting of hydrogen and saturated or unsaturated alkyl; aftd 

(iv) halogen or trihalomethyl; and 

(v) five-membered or six-membered heteroaryl ring moiety; 

(e) R 3 , R4, R5, R6» R7, R8rjmjlR9 and R ^) are independently selected from the group 
consisting of: 

(i) hydrogen; 

(ii) saturated or unsaturated alkyl; 

(iii) NX 4 X 5 , where X4 and X 5 are independently selected from the group 
consisting of hydrogen and saturated or unsaturated alkyl; and 

(iv) halogen or trihalomethyl: and 

(v) -OX7, where X 7 is selected from the group consisting of hydrogen, 
saturated or unsaturated alkyl, and a five-membered or six-membered aryl or hetereoaryl ring 
moiety; 

(f) any adjacent R 3 , R4, and R 5 or any adjacent R$, R7, Rg -^md Rg and R ^ are fused 
together to form a five-membered or six-membered aryl or hetereoaryl ring moiety, wherein 
said five-membered or six-membered aryl or six-membered heteroaryl ring comprises two 
carbon atoms of the quinazoline rin g to which R^. R4. and Rs o r Ra. Ry. Rg. and Ro are 
attached ; 

(g) Rn and Ri 2 are independently selected from the group consisting of 

(i) hydrogen; 

(ii) saturated or unsaturated alkyl; and 

(h) Z' is carbon, oxygen, sulfur, or nitrogen and R] 3 and R i4 taken together form a 
five-membered or six-membered heteroaryl ring with Z' as a ring member, wherein said ring 
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is optionally substituted with one, two, or three alkyl, halogen, trihalomethyl, carboxylate, 
and ester moieties. 

12. (Amended) The method of claim 1, wherein said quinazoline-based 
compound has the formula set forth in formula IV or V: 





wherein: 

(a) Z is oxygen or sulfur; 

(b) n is 0 or 1 ; 

(c) Ri and R 2 are independently selected from the group consisting of: 

(i) hydrogen; 

(ii) NXiX 2 , where Xi and X 2 are independently selected from the group 
consisting of hydrogen and saturated or unsaturated alkyl; 

(iii) benzyl; 

(d) R 3 , R4, and R 5 are independently selected from the group consisting of: 

(i) hydrogen; and 

(ii) saturated or unsaturated alkyl; 

(iii) NX 3 X4, where X 3 and X4 are independently selected from the group 
consisting of hydrogen and saturated or unsaturated alkyl: and 

(e) R sT-R^T-Rgr-Rp , and R ^ are independently selected from the group consisting of 
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(i) hydrog e n; 

(ii) saturated or un s aturat e d alkyl; 

(iii) NX gX& , where X$ and ar e ind e p e ndently selected from th e group consisting of 

hydrogen and saturated or unsaturated alkyl; and 
(iv) halogen or trihalomethyl; 

(v) C(X? ) ^, wh e re X? i s select e d from the group consi s ting of fluorin e , chlorin e , 

bromin e , and iodin e ; and 

(vi) methoxy; 

(fg) Rn and Ri 2 hydrogen; and 

(gf) Z' is nitrogen and R13 and R14 taken together form a five-membered heteroaryl 

ring. 

16. (Amended) The method of claim 1, wherein said quinazoline-based 
compound is selected from the group consisting of : 
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17. (Amended) A method of preventing or treating an abnormal condition in an 
organism, comprising the step of administering a quinazoline-based compound of formula Lr 
Urjor III to said organism: 




wherein: 

(a) Z is oxygen, NXj, or sulfur, where Xi is selected from the group consisting of 
hydrogen, saturated or unsaturated alkyl, and five-membered or six-membered heteroaryl or 
six-membered aryl ring moieties; 

(b) nis 0, 1,2, 3, or 4; 

(c) Ai, A 2 , A 3 , A 4T omLA 5 , and A$ are independently selected from the group 
consisting of carbon, nitrogen, oxygen, and sulfur, 

provided th at if anv of A ^. A2 . A^. Au. andAs is nitrog e n, oxygen, or sulfur, said A u 
A2*_A3^Af and As is not substituted with R*. R7. RsjQtRq; 

(d) Ri, R2, R3, R4, Rs, R<5> R7 5 Rg- and Rq , and K m are independently selected from the 
group consisting of: 

(i) hydrogen; 

(ii) saturated or unsaturated alkyl; 

27 
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(iii) NX 2 X 3 , where X 2 and X 3 are independently selected from the group 
consisting of hydrogen, saturated or unsaturated alkyl, and five-membered or six-membered 
heteroaryl or six-membered aryl ring moieties; 

(iv) halogen or trihalomethyl; 

(v) a ketone of formula -CO-X4, where X 4 is selected from the group 
consisting of hydrogen, alkyl, and five-membered or six-membered heteroaryl or six- 
membered aryl ring moieties; 

(vi) a carboxylic acid of formula -(X 5 ) n5 -COOH or ester of formula -(X 6 ) n6 - 
COOX7, where X 5 , X 6 , and X 7 and are independently selected from the group consisting of 
alkyl and five-membered or six-membered heteroaryl or six-membered aryl ring moieties and 
where n5 and n6 are each independently 0 or 1 ; 

(vii) an alcohol of formula -(X 8 ) n s-OH or an alkoxy moiety of formula -(X 8 ) 
n8-OX 9 , where X 8 and X 9 are independently selected from the group consisting of alkyl and 
five-membered or six-membered heteroaryl or six-membered aryl ring moieties and where n8 
is 0 or 1, and where said ring moieties are optionally substituted with one or more 
substituents selected from the group consisting of alkyl, halogen, trihalomethyl, carboxylate, 
and ester; 

(viii) -NHCOX10, where X J0 is selected from the group consisting of alkyl, 
hydroxyl, and five-membered or six-membered heteroaryl or six-membered aryl ring 
moieties, wherein said ring moieties are optionally substituted with one or more substituents 
selected from the group consisting of alkyl, halogen, trihalomethyl, carboxylate, and ester; 

(ix) -SO2NX11X12, where Xn and X12 are selected from the group consisting 
of hydrogen, alkyl, and five-membered or six-membered heteroaryl or six-membered aryl 
ring moieties; and 

(x) a five-membered or six-membered heteroaryl or six-membered aryl ring 
moiety optionally substituted with one or more substituents selected from the group 
consisting of alkyl, halogen, trihalomethyl, carboxylate, and ester moieties; 

(e) any adjacent R 3 , R4, and R 5 or any adjacent R6, R7, Rg, and R 9 are fused together to 
form a five-membered or six-membered heteroaryl or six-membered aryl ring moiety, 
wherein said five-membered or six-membered heteroaryl or six-membered aryl ring 
comprises two carbon atoms of the quinozaline ring to which R 3 . Ra. and Rs or Ra^J^JR^ 
and Ro ar e attached : and 

(f) Ri 1 and Rn are independently selected from the group consisting of 

(i) hydrogen; 
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(ii) saturated or unsaturated alkyl; and 
(g) Z' is carbon, oxygen, sulfur, or nitrogen and R i3 and R14 taken together form a 
five-membered or six-membered heteroaryl ring with Z 5 as a ring member. 

26. (Amended) A quinazoline compound having the formula I^-H^or III: 




wherein: 

(i) Z is oxygen, NXi, or sulfur, where Xi is selected from the group consisting of 
hydrogen, saturated or unsaturated alkyl, and five-membered or six-membered heteroaryl or 
six-membered aryl ring moieties; 

fiflnis 0. 1.2. 3. or 4: 

(iii) Ai, A 2 , A 3 , A4 ~an<L A5 , and A (y are independently selected from the group 
consisting of carbon, nitrogen, oxygen, and sulfur, 

p rovided that if any of A]. A?„ A 3 . A4 and As is nitr ogen, ox ygen, or sulfur, said A u 
Ag, A^. A4 and As is not s ubstituted with R7- Rg or Rg; 

(iv) Ri and R2 are independently selected from the group consisting of: 

(a) hydrogen; 

(b) saturated or unsaturated alkyl; 

(c) NX 2 X 3 , where X 2 and X 3 are independently selected from the group 
consisting of hydrogen and saturated or unsaturated alkyl; em4 

(d) halogen or trihalomethyl: and 

(e) five-membered or six-membered heteroaryl ring moiety; 
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(v) R 3 , R4, R5, R6, R7, R8--and_R 9 and R4 0 are independently selected from the group 
consisting of: 

(a) hydrogen , provided that at l e ast on e of ^ t^^^st^^^t^^^ and R io-re 
a non - hydrogen moiety if R^ is NHa ; 

(b) saturated or unsaturated alkyl , wherein said R$ is not methyl when R^ -is— 
NK b and when n ~ 1 ; 

(c) NXjy^Xxp, where and Xjyp. are independently selected from the group 
consisting of hydrogen, saturated or unsaturated alkyl, and five-membered or six-membered 
aryl or heteroaryl ring moieties; and 

(d) halogen or trihalomethyl , wh e rein said R$ is not chlorin e or fluorine when 
R2 is NH2 and when n ~ 1 ; 

(e) a ketone of formula -CO-X 4 , where X4 is selected from the group 
consisting of hydrogen, alkyl, and five-membered or six-membered heteroaryl or six- 
membered aryl ring moieties; 

(f) a carboxylic acid of formula -(X 5 ) n 5-COOH or ester of formula -(X 6 ) n 6- 
COOX7, where X 5 , X 6 , and X 7 and are independently selected from the group consisting of 
alkyl and five-membered or six-membered heteroaryl or six-membered aryl ring moieties and 
where n5 and n6 are each independently 0 or 1 ; 

(g) an alcohol of formula -(X 8 ) n s-OH or an alkoxy moiety of formula -(X 8 ) n 8- 
OX9, where Xg and X 9 are independently selected from the group consisting of alkyl and five- 
membered or six-membered heteroaryl or six-membered aryl ring moieties and where n8 is 0 
or 1 , and where said ring moieties are optionally substituted with one or more substituents 
selected from the group consisting of alkyl, halogen, trihalomethyl, carboxylate, and ester; 

(h) -NHCOXio, where X10 is selected from the group consisting of alkyl, 
hydroxyl, and five-membered or six-membered heteroaryl or six-membered aryl ring 
moieties, wherein said ring moieties are optionally substituted with one or more substituents 
selected from the group consisting of alkyl, halogen, trihalomethyl, carboxylate, and ester; 

(i) -S02NXnXi2 5 where Xn and X\ 2 are selected from the group consisting of 
hydrogen, alkyl, and five-membered or six-membered heteroaryl or six-membered aryl ring 
moieties; and 

(j) a five-membered or six-membered heteroaryl or six-membered aryl ring 
moiety optionally substituted with one or more substituents selected from the group 
consisting of alkyl, halogen, trihalomethyl, carboxylate, and ester moieties; 



002.912132.1 



30 



Application Serial No. 09/769,360 



(vi) any adjacent R3, R4, and R 5 or any adjacent R 6 , R 7 , R 8 , and R 9 are fused together 
to form a five-membered or six-membered heteroaryl or six-membered aryl ring moiety, 
wherein said five-membered or six-membered heteroaryl or six-membered aryl ring 
comprises two carbon atoms of the quinozaline ring to which Ri. Ra. and Rs or R^. R 7 . Rg. 
and Rq are attached ; 

(vii) Rn and Ri 2 are independently selected from the group consisting of 

(i) hydrogen; 

(ii) saturated or unsaturated alkyl; and 

(viii) Z J is carbon, oxygen, sulfur, or nitrogen and R13 and R i4 taken together form a 
five-membered or six-membered heteroaryl ring with Z 5 as a ring member. 

27. (Amended) A quinazoline compound having the formula Ij-H^or III: 




wherein: 

(a) Z is oxygen, NXi, or sulfur, where Xi is selected from the group consisting of 
hydrogen, saturated or unsaturated alkyl; 

(b) nis 0, 1,2; 

(c) Ai, A 2 , A 3 , A4r -and_ A 5 , and A^ are independently selected from the group 
consisting of carbon, nitrogen, oxygen, and sulfur, 

pr ovided that if any of A u A?. A *. Ai and As is nitrogen, oxygen, or sulfur, said Ai _. 
A 2 ^A3^A4_and_A5 is not substituted w ith Ra. R7. R« or Ro: 
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(d) Ri and R 2 are independently selected from the group consisting of: 

(i) hydrogen; 

(ii) saturated or unsaturated alkyl; 

(iii) NX 2 X3, where X 2 and X3 are independently selected from the group 
consisting of hydrogen and saturated or unsaturated alkyl; e&4 

(iv) halogen or trihalomethyl; jyod 

(v) five-membered or six-membered heteroaryl ring moiety; 

(e) R 3 , R4, R 5 , R^ 5 R 7 , R 8 - and Ro and R± $ are independently selected from the group 
consisting of: 

(i) hydroge n, provided that at least one of R 37 j^ 7 j^5 7 ^H^T^^9-aftd^R^^ 
a non hydrogen moiety if R 2 is NHa ; 

(ii) saturated or unsaturated alkyl , wherein said R& is not methyl when R^ h-s— 

(iii) NX4X5, where X4 and X5 are independently selected from the group 
consisting of hydrogen and saturated or unsaturated alkyl; and 

(iv) halogen or trihalomethyl , wherein said R& is not chlorine or fluorin e wh e n 
is NHa and wh e n n — 1 ; 

(v) C(X 6 )3, where X 6 is selected from the group consisting of fluorine, 
chlorine, bromine and iodine; 

(vi) -OX7, where X 7 is selected from the group consisting of hydrogen, 
saturated or unsaturated alkyl, and a five-membered or six-membered aryl or hetereoaryl ring 
moiety; 

(f) any adjacent R 3 , R4, and R 5 or any adjacent Re, R 7 , R 8 ~ andJ Rg and R ^ are fused 
together to form a five-membered or six-membered aryl or hetereoaryl ring moiety, wherein 
said five-membered or six-membered aryl or six-membered heteroaryl ring comprises two 
carbon atoms of the quinazoline rin g to which R^ R4- and Rs or R^. R 7 , Rg, and Rq are 
attached ; 

(g) Rn and Ri 2 are independently selected from the group consisting of 

(i) hydrogen; 

(ii) saturated or unsaturated alkyl; and 

(h) Z' is carbon, oxygen, sulfur, or nitrogen and R l3 and R14 taken together form a 
five-membered or six-membered heteroaryl ring with Z' as a ring member, wherein said ring 
is optionally substituted with one, two, or three alkyl, halogen, trihalomethyl, carboxylate, 
and ester moieties. 
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28. (Amended) A quinazoline compound having the structure set forth in 
formula IV or V: 




wherein: 

(a) Z is oxygen or sulfur; 

(b) n is 0 or 1 ; 

(c) Ri and R 2 are independently selected from the group consisting of: 

(i) hydrogen; 

(ii) NXiX 2 , where Xi and X 2 are independently selected from the group 
consisting of hydrogen and saturated or unsaturated alkyl; 

(iii) benzyl; 

(d) R 3 , R4, and R 5 are independently selected from the group consisting of: 

(i) hydrogen;-aad 

(ii) saturated or unsaturated alkyl;jmd 

(iii) NX 3 X4, where X 3 and X4 are independently selected from the group 
consisting of hydrogen and saturated or unsaturated alkyl; 

(e)^^74Lt7j^5r^T^T^rR9 > and R t o ar e independently select e d from the group 

consisting of 
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(i) hydrogen provid e d that at least one of R^^r^rR^ir^r^r-R^ and R40 i s a non - 
hydrog e n moiety if R 3 is NH^ f 

(ii) saturated or unsaturated alkyl, wh e rein s aid R g is not methyl when is NH 3 -and 

when n ~ 1 ; 

(iii) NX g.X$ , where X ^-and-X^ are independently selected from the group consisting of 

hydrogen and saturat e d or unsaturat e d alkyl; and 

(iv) halog e n or trihalom e thyl, wh e rein said is not chlorine or fluorine when Ra4s 

-N3= b and wh e n n — 1 ; 

(v) C(X ?)~i , where X7 is sel e cted from th e group consisting of fluorin e , chlorine, 

bromin e , and iodine; and 

(vi) methoxy; 

(fg) Rn and R12 hydrogen; and 

(gf) Z' is nitrogen and R13 and R14 taken together form a five-membered heteroaryl 

ring. 

32. (Amended) A quinazoline compound which is select e d from the group 
consisting of : 
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33. (Amended) . A pharmaceutical composition comprising a quinazoline 
compound of any one of claims 26 32 26. 27. 31 or 32 or salt thereof, and a physiologically 
acceptable carrier or diluent. 

34. (Amended) A method for synthesizing a compound of claim 26, comprising 
the steps of: 

(a) reacting a first reactant with a second reactant to yield said compound, wherein 
said first reactant has a structure of formula XI: 




(XI) *5 



and wherein said second structure has a structure of formula (XII)- 



(XII) 



R7 x / 



'R 9 



(C R 11 R 12)n 

X ZH 



(Xffl)- 



iC)i 

_______ 



^Rg 



(CRuRi2)n 
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wherein, 



(a) Z is oxygen or sulfur; 

(b) nis 0, 1,2, 3, or 4; 

(c) Ai, A 2 , A 3 , A4, and_ A5 and A& are independently selected from the group 



consisting of carbon, nitrogen, oxygen, and sulfur, 

„ „, prov ided that if any of Aj_. A?. A3. A^andAs is nitrog en, oxyg en, or sulfu r. 

said Ai . A 2 , A3, A^ and As i s not subs tituted with R 7 . R^r_R 9 ; 

(d) Ri and R 2 are independently selected from the group consisting of: 



(iii) NX^Xip, where and are independently selected from 
the group consisting of hydrogen, saturated or unsaturated alkyl, and five-membered or six- 
membered aryl or heteroaryl ring moieties; 

(iv) halogen or trihalomethyl , wherein said Rg is not chlorine or 
fluorin e when R2 is Nli^ and wh e n n ~ 1 ; 

(v) a ketone of formula -CO-X4, where X 4 is selected from the group 
consisting of hydrogen, alkyl, and five-membered or six-membered heteroaryl or six- 
membered aryl ring moieties; 

(vi) a carboxylic acid of formula -(X 5 ) n ^-COOH or ester of formula - 
(X<5)n£-COOX 7 , where X 5 , X 6 , and X 7 and are independently selected from the group 
consisting of alkyl and five-membered or six-membered heteroaryl or six-membered aryl ring 
moieties and where n 5 and 116 are is-0 or 1 ; 

(vii) an alcohol of formula -(X 8 ) n |-OH or an alkoxy moiety of formula 
-(Xg) ng-OXg, where Xg and X 9 are independently selected from the group consisting of alkyl 



(i) hydrogen; 

(ii) saturated or unsaturated alkyl; 

(iii) NX2X3, where X 2 and X3 are independently selected from the 



group consisting of hydrogen, saturated or unsaturated alkyl,-aHd 



(iv) halogen or trihalomethyl ; _and 

(v) five-membered or six-membered heteroaryl ring moiety; 
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and five-membered or six-membered heteroaryl or six-membered aryl ring moieties and 
where n£ is 0 or 1, and where said ring moieties are optionally substituted with one or more 
substituents selected from the group consisting of alkyl, halogen, trihalomethyl, carboxylate, 
and ester; 

(viii) -NHCOXio, where Xi 0 is selected from the group consisting of 
alkyl, hydroxy 1, and five-membered or six-membered heteroaryl or six-membered aryl ring 
moieties, wherein said ring moieties are optionally substituted with one or more substituents 
selected from the group consisting of alkyl, halogen, trihalomethyl, carboxylate, and ester; 

(ix) -SO2NX11X12, where Xn and X12 are selected from the group 
consisting of hydrogen, alkyl, and five-membered or six-membered heteroaryl or six- 
membered aryl ring moieties; and 

(x) a five-membered or six-membered heteroaryl or six-membered aryl 
ring moiety optionally substituted with one or more substituents selected from the group 
consisting of alkyl, halogen, trihalomethyl, carboxylate, and ester moieties; 

(f) any adjacent R 3 , R4, and R 5 or any adjacent R6, R7, Rs, and Ro ? and R+a are 
fused together for form a five-membered or six-membered aryl or heteroaryl ring wherein 
said five-membered or six-membered aryl or heteroaryl ring comprises two carbon atoms of 
the quinazoline rin g to which R3 . R a . and R s or R^ . R 7. R«. and Rq are attached ; 

(g) Rn and R12 are independently selected from the group consisting of 

(i) hydrogen; and 

(ii) saturated or unsaturated alkyl; and 
(b) collecting a precipitate comprising said compound. 

37. (Amended) The method of any one of claims clajm 34, 35, or 36 
wherein said first reactant and said second reactant are mixed in one or more solvents 
selected from the group consisting of dimethyl sulfoxide, potassium tert-butoxide, and 
sodium hydride. 



002.912132.1 



38 



